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DETAILED ACTION 

1. Amended claims 15-16 (4/7/2006) and original claims 17-18 are under consideration by 
the Examiner. 

2. Receipt of applicant's arguments and amendments filed on 4/7/2006 is acknowledged. 

3. The following previous objections and rejections are withdrawn in light of applicants 
amendments filed on 4/7/2006: 

(i) the rejection of claims 15-18 under 35 USC 112, second paragraph. 

Applicants arguments with respect to claims 15-18 have been considered but are moot in 
view of the new ground(s) of rejection. 

4. The objection to the title of the invention is being maintained for reasons of record set 
forth at page 2 of the previous Office action (12/5/2005) because Applicants have failed to 
amend the title to reflect the method being claimed. 

5. Applicant's arguments filed on 4/7/2006 have been fully considered and were persuasive 
in part. The issues remaining and new issues are restated below. 

6. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claim rejections-35 USC § 101/§ 112, first paragraph 

7. Claims 15-18 are rejected under 35 U.S.C. 101 because the claimed invention is not 
supported by either a specific and substantial asserted utility or a well established utility. 

This rejection is maintained for reasons of record set forth at pages 2-7 of the previous 
Office action (12/5/2005). 
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Applicants argue that "a method of detecting malignant cells by determining an amount 
of a protein produced by the cells, is a well established utility that is specific, substantial and 
credible. The utility is specific in that the specification discloses that GDF-12 is specifically 
expressed by liver cells and, therefore, provides a specific marker for liver cells (see, for 
example, Figure 1). The utility also is substantial in that there is a real world value in providing a 
means to determine whether an abnormal amount of liver cell proliferation is occurring in a 
subject, as can happen, for example, in a subject with a hepatoma or a hepatocarcinoma. 
Furthermore, the utility is credible because one skilled in the art would believe, for example, that 
an increased level of GDF-12 expression in liver cells would be associated with abnormal liver 
cell proliferation and malignancy because increase liver cell proliferation would be expected to 
produce more GDF-12. 5 ' 

However, contrary to Applicants arguments, the Office Action has never brought into question 
the credibility of the asserted utilities. However, an asserted utility must meet the three-pronged 
test of being credible, specific and substantial. None of the asserted utilities satisfy all three 
prongs. Applicants have demonstrated that the instant GDF-12 is expressed in normal liver cells. 
Applicants have failed to show differential expression of the GDF-12 protein in normal liver 
cells and in malignant liver cells. Therefore, the skilled artisan would have to conduct significant 
further research to determine the particular expression of the instant GDF-12 protein in 
malignant cells (see instant claim 15) relative to normal liver cells. 

Furthermore, Applicants argue that "the level of prostate-specific antigen (PSA) in the 
blood was well recognized as a diagnostic marker of a prostate cell proliferative disorder, even 
though the function of PSA was not known. Thus, even where the function of a protein such as 
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PSA was not known, it was recognized that the level of PSA was increased above normal in 
benign prostate hyperplasia and in prostate carcinoma, presumably due, at least in part, to the 
increased number of prostate cells associated with these conditions and, therefore, that the levels 
of PSA can be indicative of a prostate cell proliferative disorder. Accordingly, Applicants submit 
that in the present case, one skilled in the art, viewing the specification and having knowledge of 
the art, would have known, for example, that increased levels of GDF-12 can be indicative of a 
liver cell proliferative disorder such as a hepatoma because GDF-12 is produced by liver cells 
and because it has been shown that increased levels of PSA, which is produced by prostate cells, 
is indicative of a prostate cell proliferative disorder." However, contrary to Applicants 
arguments, with respect to the instant GDF-12, Applicants have failed to demonstrate that GDF- 
12 is expressed at elevated levels in liver cancer cells. Furthermore, PSA is exclusively present 
in normal prostatic tissue and in benign prostatic hypertrophy and monitoring serum PSA 
concentrations by serial measurement is useful for the detection of residual or recurrent tumor 
after primary treatment and for the evaluation of response to systemic treatment of advanced 
disease, because PSA is exclusive to the prostate. There is no demonstration in the instant 
specification that GDF-12 levels are increased or even present in liver cancer cells and therefore, 
even an implicit disclosure of the claimed subject matter as a marker to liver cells metastasis 
would not be recognized by one of skill in the art from the disclosure of the instant specification. 

Applicants are arguing exclusive and tissue-specific expression of GDF-12 in the liver. 
Therefore, the claimed antibodies cannot be used to detect all malignant cells (as recited in claim 
1 5). Furthermore, contrary to Applicants arguments, the issue here is that at the time of filing 
of the instant invention, one of skill in the art, from the disclosure of the instant specification 
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would fail to recognize the utility of the claimed antibodies to GDF-12 as a marker for malignant 
cells. Applicants have not demonstrated a nexus between GDF-12 expression being upregulated 
in malignant cells or malignant liver cells. Therefore, the asserted utility of using GDF-12 
antibodies to detect malignant cells or malignant liver cells, fails to satisfy the three-pronged test 
for utility: credible, specific and substantial, because there is no disclosure in the instant 
specification suggesting that GDF-12 expression is elevated in malignant cells. 
Claim rejections-35 USC § 112, first paragraph 

8. Claims 15-18 are also rejected under 35 U.S.C. 1 12, first paragraph. 

This rejection is maintained for reasons of record set forth at page 7, of the previous 
Office action (12/5/2005). 

Specifically, since the claimed invention is not supported by either a specific, substantial 
asserted utility or a well established utility for the reasons set forth above, one skilled in the art 
clearly would not know how to use the claimed invention. 
Claim rejections-35 USC § 112, second paragraph-new rejection 

9. Claims 15-18 are rejected under 35 U.S.C. § 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claim 15 is rejected as vague and indefinite for several reasons. 
Claim 15 recites the limitation "the sample" in line 5. There is insufficient antecedent 
basis for this limitation in the claim. 
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Claim 15, line 1, is vague and indefinite because it recites "malignant cells". It is unclear 
which types of malignant cells are encompassed by the claim, especially since claim 16 recites 
that the malignant cells are "liver cells". 

Claims 16-18 are rejected as vague and indefinite insofar as they depend on rejected 
claim 15 for their limitations. 
Conclusion 

No claim is allowed. 

Claims 1 5- 1 8 are rejected. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, TfflS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 . 136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Prema Mertz whose telephone number is (571) 272-0876. The 
examiner can normally be reached on Monday-Friday from 7:00AM to 3:30PM (Eastern time). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Nickol, can be reached on (571) 272-0835. 

Official papers filed by fax should be directed to (571) 273-8300. Faxed draft or 
informal communications with the examiner should be directed to (571) 273-0876. 

Information regarding the status of an application may be obtained from the Patent 
application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto. gov . Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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